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  ﻓﺎرﺳﻲ ﺧﻼﺻﻪ
  : ﻣﻘﺪﻣﻪ
اﺳﺘﻴﻞ ﻛﻮﻟﻴﻦ اﺳﺘﺮاز ﻫﺪف ﺑﺴﻴﺎري از داروﻫﺎي دﻣﺎﻧﺲ )زوال ﻋﻘـﻞ( در آﻟﺰاﻳﻤـﺮ، ﮔﺎزﻫـﺎي اﻋﺼـﺎب و 
ﻛـﻮﻟﻴﻦ اﺳـﺘﺮاز ﺑﺎﻋـﺚ ﺗﺠﻤـﻊ اﺳـﺘﻴﻞ ﻛـﻮﻟﻴﻦ ﺑﻴﺸـﺘﺮي در  اﺳﺘﻴﻞ ﺳﺖ. ﻣﻬﺎر ﻛﻨﻨﺪه ﻫﺎياﺣﺸﺮه ﻛﺶ ﻫﺎ 
ع ﺷﻜﺎف ﺳﻴﻨﺎﭘﺴﻲ ﻣﻲ ﺷﻮد. ﻓﻌﺎﻟﻴﺖ ﺑﻴﻮﻟﻮژﻳﻜﻲ ﻣﻬﺎرﻛﻨﻨﺪه ﻫﺎ و ارﺗﺒﺎط آن ﺑﺎ ﺳﺎﺧﺘﺎر ﻣﻬﺎر ﻛﻨﻨﺪه، ﻣﻮﺿﻮ
ﻳـﻚ  05CI goL-()  ﻲاﺳﺖ. در اﻳﻦ ﻣﻄﺎﻟﻌﻪ ارﺗﺒﺎط ﺑﻴﻦ ﻓﻌﺎﻟﻴـﺖ ﺑﻴﻮﻟـﻮژﻳﻜ  ﺷﻴﻤﻲ داروﻳﻲﺑﺴﻴﺎر ﻣﻬﻢ در 
 ي اﻳـﻦ ﺗﺮﻛﻴﺒـﺎت ﺳـﺎﺧﺘﺎر ﺑﺮﺧـﻲ از ﭘﺎراﻣﺘﺮﻫـﺎي  و ﺳﺮي از ﺗﺮﻛﻴﺒﺎت ﻣﻬﺎرﻛﻨﻨﺪه اﺳﺘﻴﻞ ﻛـﻮﻟﻴﻦ اﺳـﺘﺮاز 
   ﻣﻮرد ﺑﺮرﺳﻲ ﻗﺮار ﮔﺮﻓﺖ.  RASQروش ﺑﻪ  ﻣﻮﻟﻜﻮﻟﻲ
ﺗﺮﻛﻴﺐ در ﮔﺮوه  83ﺗﺮﻛﻴﺐ در ﮔﺮوه آﻣﻮزش و  76ﺗﺮﻛﻴﺐ ﻛﻪ ﺷﺎﻣﻞ   501ﺳﺎﺧﺘﺎر  : اﺑﺘﺪاروش ﻛﺎر
در ﻧﺮم اﻓﺰار رﺳﻢ و ﺳﭙﺲ   warD mehCاون در ﻧﺮم اﻓﺰار -2 -  ﻛﺮوﻣﻦ - H 2ﻣﺸﺘﻘﺎت از آزﻣﻮن، 
ﻣﺤﺎﺳﺒﻪ   nogarDﺑﻬﻴﻨﻪ ﺳﺎزي ﺷﺪ و در ﻧﻬﺎﻳﺖ اﻃﻼﻋﺎت ﺳﺎﺧﺘﺎري آﻧﻬﺎ ﺑﺎ ﻧﺮم اﻓﺰار  mehc repyH
 ﺑﺎ ﺗﻮﺳﻂ رﮔﺮﺳﻴﻮن ﻓﺮاﻛﺸﻨﺎلاﻧﺘﺨﺎب ﺷﺪه و ﺗﻮﺻﻴﻒ ﻛﻨﻨﺪه ﻫﺎي  05CI goL– ارﺗﺒﺎط ﺑﻴﻦﮔﺮدﻳﺪ. 
  ﺑﺪﺳﺖ آﻣﺪ. 0/6 ﺗﻌﻴﻴﻦﺿﺮﻳﺐ 
    :ﺑﺪﺳﺖ آﻣﺪ R زﻳﺮ ﺗﻮﺳﻂ ﻧﺮم اﻓﺰار RASQ: ﻣﻌﺎدﻟﻪ ﻧﺘﻴﺠﻪ
 05cI goL-  )01/5X(gol * 2- )01/5X( 46.1- 2-)01/5X(49.2- 3X 52.7-18.94=
 1- )001/)1.0  + 8X((46.3- 2- )001/)1.0 + 8X((6300.0+ )7X(63.2+ 5.0 )001/11X(5.72 -
  و ﺿﺮﻳﺐ ﻫﻤﺒﺴﺘﮕﻲ اﺳﺘﻔﺎده ﺷﺪ. ﻣﻴﺰان ESMR ﻫﺎي آﻣﺎريﺑﺮاي ارزﻳﺎﺑﻲ ﻣﻌﺎدﻟﻪ از ﺷﺎﺧﺺ
ﻫﺎي آﻣﺎري ﻓﻮق اي و واﻗﻌﻲ ﺑﺮاي ﮔﺮوه آزﻣﻮن و آﻣﻮزش اﻧﺪازه ﮔﻴﺮي و ﺷﺎﺧﺺﻣﺤﺎﺳﺒﻪ ()05CIgoL
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ﻫﺎ در ﻫﺮ دو ﮔﺮوه ﺑﻪ ﺷﺎﺧﺺدر ﻫﺮ دو ﮔﺮوه آزﻣﻮن و آﻣﻮزش ﻣﺤﺎﺳﺒﻪ ﮔﺮدﻳﺪ. ﺑﺎ ﺗﻮﺟﻪ ﺑﻪ ﻧﺰدﻳﻜﻲ اﻳﻦ 
  ﺑﺪﺳﺖ آﻣﺪه ﻣﻌﺘﺒﺮ ﺷﻨﺎﺧﺘﻪ ﺷﺪ. RASQ يﻫﻤﺪﻳﮕﺮ، ﻣﻌﺎدﻟﻪ
 اون- 2- ﻛﺮوﻣﻦ–H 2 ،ﻣﺸﺘﻘﺎت –  RASQ-ﻣﻬﺎر ﻛﻨﻨﺪه اﺳﺘﻴﻞ ﻛﻮﻟﻴﻦ اﺳﺘﺮاز :ﻛﻠﻤﺎت ﻛﻠﻴﺪي 
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Abstract  
Introduction: Acetylcholinesterase is the target of many drugs for dementia in 
Alzheimer disease, nervous gases and insecticides. Acetylcholinesterase inhibitors lead 
to more acetylcholine accumulation in the synaptic cleft. Biological activity of the 
inhibitors and its relationship with their structure is a very important topic in medicinal 
chemistry. In this study, the relationship between biological activity (-LogIC50) of a 
series of AchE inhibitors and some structural parameters of these compounds was 
investigated by QSAR approach.  
Methods: At first, the structure of 105, 2H-chromene-2-one derivatives containing 67 
compounds in the training group and the other 38 ones in the test group were drawn in 
Chem Draw software; then all structures were energetically optimized in Hyper Chem 
software, and then their structural data was calculated using Dragon software. The 
fractional polynomial regression was applied to find out the best equation describing the 
structure- activity relationship. The coefficient of determination  0.6 was obtained for 
the   QSAR equation. 
 Conclusion: The following QSAR equation was obtained by software R: 
=49.81-7.25 X3 -2.94(X5/10)-2 -1.64 (X5/10) -2 * log(X5/10)  -Log IC50  
  - 27.5(X11/100) 0.5 +2.36(X7) +0.0036((X8 + 0.1)/100) -2 -3.64((X8 +  0.1)/100) -1   
The RMSE and correlation coefficient analysis were used to evaluate the above quation. 
The measure of calculated (-LogIC50) was calculated for the training and test groups, 
and the RMSE and correlation statistical indicators were calculated  in both the groups. 
Given the close proximity of these indicators in both groups, the QSAR equation was 
validated. 
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